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CLAIMS LISTING: 



1 . (Currently Amended) A non-naturally occurring variant TNF-a pre^ trimer comprising at least 
one non-naturally occurring^^aiwit^T^^ protein, wherein said TNF-a protein comprises an amino 
acid sequence that has at least one amino acid substitution as compared to ^ w i ld - typo ajiatutallv ^ 
occurring human TNF-a monomer scquenc o, whoroin oaid variant TNF <x trim e r will intoroot-w ife 
tho wild - typo TNP a .monom e r to form mix e d trimero inonpabte of ooti voting roo e ptor &ignaling . 

2. (Currently Amended) A non-naturally occurring variant TNF-a pf^taif» trimer according to claim 
1 , wherein said non-nat urally occurring variant TNF-a protfiin has from 3 to 5 amino acid 
substitutions as compared to a naturally occurring human TNF-a monomer sequence. 



3, (Currendy Amended) The ^ non-naturally occurring variant TNF-a pieteifl- trimer according to 
claim 1, wherein said substitutions are selected from the group of oubotitutiono consisting of Kl 12D, 
Y115T, D143K, D143R. and Yl 151. 



4. (Canceled) 

5. (Canceled) 

6. (Canceled) 

7. (Canceled) 

8. (Canceled) 

9. (Canceled) 

I. 0. (Canceled) 

II. (Canceled) 
12. (Canceled) 



13, (Currently Amended) Tbe-A non-naturally occurring variant TNF-a pfeteia trimer according to 
claim 3, wherein said substitution Copsi fi t»of Yl 1ST (SEQ ID NO: 20). 

1 4, (Currently Amended) ?b© A non-naturally occurring variant TNF-of ^eteffl-fcrimcr according to 
claim 1, wherein said amino acid substitutions are selected from amino acid residues at positions 21, 
30i 31, 32, 33^35, 65v66, <57rl. H, 112, 115-1^^^^ 

1 5, (Currently Amended) The non-naturally occurring variant TNF-a ^etein trimer according to 
claim 14, wherein at least one of said amino acid substitutions are selected from the group of 
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substitutions consisting of D143E, D143N, D143S, A145R, A145K, A 145E, E146K, E146R and 
A84V. 



16. (Currently Amended) A m e thod of reoov e rmg o noo-naturally occurring variant TNF-a ^peteia 
trimet comprising an amino acid sequence that has at least one amino acid substitution as compared to 
the wild typ e a naturaliv occurring human T NF-a sequence, wherein said variant TNF-a trimer will 
proforentittUy interact with the wild - typ e a naturally occurrmp T NF-a to form mixed trimers incapable 
of activating receptor Ksignalin g; from a hoot oo l l . 

1 7. (New) A non-naturally occurring variant TNF- a trimer according to claim 16^ wherein said 
mixed trimcrs are formed in vivo. 

18. (New) A non-natiu'ally occurring variant TNF-a trimer acconiing to claim ) , whereiii said variatit 
TNF-a trimer will interact with a naturally occurring human TNF-a monomer to form mixed trimers 
incapable of activating receptor signaling, 

19. (New) A non-nfltiually occurring variant TNF-a trimer. 

20. (New) A non-naturally occurring variant TNF-o trimer according to claim 19, wherein said trimer 
\ comprises three non-naturally occurring TNF-a proteins. 

1) 

21. (New) A non-naturally occurring variant TNF-a trimer according to claim 20, wherein said trimer 
comprises at least one dififerent non-naturally occurring TNF-o proteins. 

22. (New) A non-naturally occurring variant TNF-a trimer according to claim 20, wherein said trimer 
comprises at least two different non-naturally occurring TNF-a proteins. 

23. (New) A non-natiually occurring variant TNF-a tritner according to claim 20, wherein said trimer 
comprises at least three different non-naturally occurring TNF-a proteins, 

24. (New) A non-naturally occurring variant TNF-a trimer according to claim 21 or 22, wherein said 
trimer comprises at least one nanirally occurring human TNF-a protein, 

25. (New) A non-naturally occurring variant TNF-a trimer according to claim 1-23, wherein said 
variant TNF-a trimer further comprises at least one covalent modification. 
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26. (New) A non-natiirnlly occurring variant TNF-a crimer according to claim 25, wlierein said 
covalcnt modification comprises a polyethylene glycol molecule. 

27. (New) A method of antagonizing naturally occurring human TNF-a comprising administering a 
non-naturally occurring variant TNF-a trimer, wherein said trimer further comprises at least one 
amino acid sequence having at Ic^t one amino acid substitution as compared to the wild type TNF-a 



28. (New) A non-naturally occurring variant TNF-a protein comprising an amino acid sequence that 
has at least one amino acid substitution as compared to the wild-type human TNF-a sequence, 
wherein said^ variant TNF-a protein will interact with a naturally-occurring human TNF-a to form 
mixed trimers incapable of activating receptor signaling, wherein said substitutions are selected from 
the group consisting of 21, 30, 31, 32. 35, 66, 111,1 12, 140, Kl 12D, Y1I5T, D143K. D143R. and 
YllSI. 



sequence. 



